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32, Substances with tuberculnstatic effects, 1, by O. 
Clauder, 1, Toldy and 1. Fabricius. (,Magyar Kémikusok 
Lapja” -- Journal of the Hungarlan Chemical Society — 
Vol, 1V, No. 10, pp. 596-602, Oct... 1949.) 
Antituberculolie agents can be divided into three 
groups: chemotherapentics, antivotics and scrotherapeulte 
compounds. The first group contains certain aromatic pri- 
mary amluies the tuberculastatic effects of which are 
ih crihed in detail. The influence of substituents in para 
bt tion te the amine-group on tubercutostatle effects was 
is tiated by a series of ¢xperlments. Based on the 
e o'te, some esters of 4-antino-salicylic acid and of 2-C1-4- 
amnobenzoie acid were prepared Methods of preparation 
and chemical propertics of these compounds are described 
In detail Resutts nl further researches will be published 
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TITLE: Phenthiazine derivatives, VI. Attempts at the preparation of phenthiazines 
with a selective coronary dilatatory effect v 


SOURCE: Academia scientiarum hungaricae. Acta chimica, v. 4k, no» 3, 1965, 301-305 


TOPIC TAGS: isomer, tranquilizer, drug effect, circulatory drug, pharmacology, 
nonmetallic organic derivative 


ABSTRACT: Various structural changes were made in the tranouilizer Methophenazine in 
_order to separate its coronary dilatory effect which is also of therapeutic in-~ __ 
‘portance, Certain correlations between structure and coronary dilatatory ; 
effect were found in the course of pharmaceutical testing of the derivatives.’ 
The properties desired by the authors were found most favorable in a -_.- 
Methophenazine isomer [3-chloro-10-f-[4' -(B' hydroxyethyl) -piperazinyl-L! J “ 
propylphenthiazine-3",4", 5"_trimethoxybenzoate ], Having a slight sedative . ° 
effect only and almost no effect on the ‘autonomic nervous system, Sie’, 
Isomethophenazine can be considered - a phenthiazine derivative witha | 
potential for selective coronary dilatatory action. Some polymethoxyphen- . 
thiazine derivatives, and some phenthiazine derivatives in combination 

with glucose or with sugar alcohols were also prepared in the course of 


this work. Orig. art. has: 1 table. 
06 5 ORIG REF: 010 / OTH REF: 033 / SOV REF: 006 
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Author : Toidy, L. 

Institut. : Hungarian Academy of Sciences 

Title : Investigations of Tomatidin. I. Some Reactions ; 


of the Side-Chain. 


—e 


orig Pub. +: Acta chim, Acad. seient, nung., 1958, 16, 
No 4, 403-410 


Abstract : Study of reactivity of steroid alkaloids toma- 
tidin (I) and 5@-solasodanole (II), differing in spatial 
configuration at C(22} and C(25) atoms. Distinct properties 
of i and II in reactions of reduction acetylation, inter- 
action with N-bromacetamide (IIL), and also the differences 
in pK (I 6.95, iI 6.4) Debye-Scherrer pattern, and ultra- 
‘violet spectra of I and II are due to shielding which is 
caused by polar or equatorial position of CH3~groups in the 
F ring. By acetylation of 0.5 g I with 10 ml So and 
15 ml pyridine (standing for 1 week)there was ob ained N,O- 
diacetyl-I, yield 0.64 g, MP 189-191° (from alcohol). From 
II there is obtained under these conditions a not readily 
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Apstract : purifiable tarry substance MP 70-100°, On 
acetylation of II in concentrated solution {3 g II, 30 ml 
pyridine + 12 ml scr eat there is formed O-acetyl-IT 
yield 1.38 g, MP 210-212° (from alcohol), [O6]20D — 58,2° 
(c 0.53 chloroform). On saponification by action of CH30H + 
+ water + KHCO, (8 hours, boiling) O-acetyl-Ii yields IT, 
NP 204.2079, [}20D — 60° (c 0,53 chloroform). Oxidation of 
I according to Oppenaver [20 g I, 1.2 liters concentrated 
H,S0,, absolute toluene and 160 ml cyclohexanone: boiled 35 
minutes with solution of 10 g (iso-C3H7)3A1 in toluene, 
added dropwise 10 ml glacial CH;COOH + 40 ml toluene} gives 
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Country : Hungary G3 

Cetogory : Organic Cheiistry, Natural Compounds and their 
oynthetio Analogues, © 

Abs. Jour. ; Rof, Zhur,-Khimiyn No, 6, 1959 19580 

Author i Toldy. Ls 

Institut. : Hungarian Academy of Sciences 


jritis : Investigations of Tomatidin. II. Synthesis of 
‘ Steroids from Tomatidin,. 


Ponte rues : Acta chim. Acad. scient. hung., 1958, 16, 
No hey 11-416 


Abstract : A study of_the possibility of utilizing the 
Q16-5-Q-pregnenol-3 B-one-20 (I) obtained by cleavage of 
tomatidin (II), in partial syntheses of steroid hormones, 
94 g diacetyl-II and 1.88 liters glacial CH,COOH (distilled 
with H,CrO,) boiled for 5 hours, added at 65°, dropwise, 

@ 42.3 g CrO3 in 150 ml water and 790 m1 glacial CH3COOH and 
‘heated for k hours at 60°, excess H,CrO, removed by treatment 
with 120 ml CH;,0H, solution evaporated in vacuum, diluted 
with 800 m1 water, extracted with C,H,, shaken with Al203, 
to gst 43.62 g 3-acetate of I, MP 162-164° (from CH,0H), 
[ot }20D + 36.2° (c 13 chloroform). 12 g 3-acetate-I in 2 
liters oe mixed at + 5° with 49 ml 15% NaOH and 65.5 ml 
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Abstract : glacial CH,;COOH + HBr was obtained 3-acetate of 
16~brom-5 -pregnandicl=3 ®,17%-one-20 (IV), yield 98.5%, 
MP 188-190° (from CH3;0H), [M%]2°D + 14,8° (c 13 chloroform); 
from III and concentratea aqueous HI CHCl, was obtained 
3-acetate of 16-1odo~5e -pregnandiol-3 3,174 -one-20, MP 
158-160°, [%]20p + 18° (c 1; chloroform). IV on boiling 
(12 hours) with mixture acetone + KHCO, + glacial CH,COGH 
gives again III. Mixture of 25 g IV and 80 g 2% Pd/HaCO; in 
2e2 liters alcohol shaken baat (16 hours) to get 17.4 gz 
3-acetate of 5K -pregnandiol~3 #,17Q%-one-20 (V), MP 189.190° 
(from CH;0H), [ox 20D + 16.8° (c 1; acetone). By action of 
150 g deactivated skeleton Ni (pretreated by boiling with 
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Abstract : Lso-C,H,OH + acetone) on 15 g IV there was also | 
obtained V, yield 9.8 g, M 182-184° (from CH;0H). Acetyl- 
ation of 6.8 g tomatidone (see Communication 1) ylelds k g 
acetyltomatidone (VI), MP 271~273° (from CH;0H), [of }©% 

° (¢ 1: chloroform). Oxidation of 1 g VI by the method | 


described in the preparation of acetate-I[, results in the 
synthesis of At ESQ preenanadone:3.20 (VII), yield 0.32 g, 
MP 204-207° (from ethyl acetate), (0¢]20D + 732° (¢ 13 chloro- 
form). Saponification of acetate of I with.dilute methanol 
KHCO; yielded I, MP 204-206°. On boiling of 0.45 g I with 
(iso-C3H70)3A1l and cyclohexanone in toluene there was 
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Abstract : obtained VII, yield 0.14 g,. Saponification of 
III gave 16,174 - epoxy-5« -pregnanol-3® -one~20, MP 18i- 
186°. Oxidation of 2.53 g of the latter” according to Oppen- 
auer, gives 16,)7& ~epoxy~5& ~pregnandione-} 20 (VIII), 
yield 0.9 g, MP 200-202° (from CH30H), (4] + 9K° (co 1; 
chloroform;; semicarbazone, MP 21 2179, 0.25 g VII in 
@ 'L00 m1 CH;0H mixed at 0° with 3.5 ml 30% H202 and 1.5 ml 
20% NaQH, after \& days (0°) the mixture is poured in ice 
water and VIII is extracted with dichlorethane. 0.5 ¢g VITI 
in 20 ml glacial CH3;COOH mixed at 16° with 5 ml 32% CH,COOH 
containing HBr, to get 0.48 g bromohydrin of VIII, 0.38 g of 
the latter yield on debromination with Pd/BaC0O;, 0.16 ¢g of 
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Abstract +: -pregnanol-17M%-dione-3,20, MP 251-253° (from 
thyl acetate), [M%]20D + 49° (ce 13 dioxane). 2.5 g V in 150 
1 glacial CH;COOH are hydrogenated over Pt (from Pt0.) to 
et 2.14 g 3-acetate of epi-androsterone, MP 112=115°, which 
nm saponification with 5% methanol solution of KOH is con- 
verted to epi~androsterone, yield 1.4% g, MP 171-173° (from | 
CH,0H), [K]20D + 88 (c¢ 6.5; CH,0H). To 0.5 g V in 150 ml 
bpsolute alcohol added at 0° 0.5 g NaBH,, after 12 hours (0°) 
solated 0.48 g of mixture of isomers of 3~acetate of 5X- 
regnantriol-3® ,17 ,20 (IX). Solution of 0.48 g IX in 54 ml 
gH. and 0.7 g°(CH3C00),Pb allowed to stand 12 hours,treated 
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Abstract +: with 1% aqueous solution (CO00H)2, benzene 
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standing at 20° there are isolated 0.31 2 epi~androsterone. 
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-| SYTLEs Phenthiazine derivatives. Part 4: Synthesis of methophenazine wy. 


Aree fb: 
eee Academia scientiarum hungaricae. Acta chimica, Ye 42, now 4, 1965 a7 A 


| @OPIC TAGS: ester, carboxylic acid, tranquilizer 58 


| Abstract: (‘German article] A synthesis of perphenazine, 3-chloro+10- 
ly-[6'- -(8'-hydroxyethyl)-piperazinyl-1']propyl-phenthtazine, and seve- 
iyal of its esters with aryl and arylalkyl carboxylic acids including — 
| D-chloro-10-y-[4'- -(B' -hydroxyethyL pi Jerazinyl-1' ]propyl-phenthiazine- 
>, 3",4",5"~crimethoxybenzoic ester (Methophenazine, a tranquilizer), was. 
| described. The properties of the various intermediate and ultimate proq. - - | 


{ducts obtained were presented and discussed.’ “Thanks are ) extended to 0. Winterste anes : 
tand G. Gelegonya." Orig. art. has 7 figures and 1 ‘table. — a aS : 
ASSOCIATION: Testatut fur Areneinittelforaching, Budapest Vnstitute ‘for Pharn miata [~ 
_ | aceutical Research) / ceed . ie 
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TITIE: Neuroplegic and other pharmacological properties of methophenazine (frenolon) 


SOURCE: Academia sciontiarum hungaricae. Acta physiologica, V+ 27, NOs 1, 1965, 65-80 


“TOPIC TAGS: pharmacology, nervous system drug, rat 


ABSTRACT: When administered orally or parenterally, the neuroplegic effects of metho 
phenazine are 3-6 tims as strong as those of chlorpromazine in regard to the inhibi- 
tion of orientation and conditioned reflexes, cataloptogenic action, inhibition of 
amphetamine toxicity and inhibition of the central stimlating effect of amphetamines 
Tt potentiates the analgesic action of morphine. Similarly to perphenazine and thio= 
propazate, it has a weaker hypothermic action than chlorpromazine 4n barbiturate anes 
thesia of rats. Its acute toxicity is considerably lower than that of the other three 
compounds mentioned. No detectable macroscopic or histological changes were produced 
after subacute and chronic use jn rats and dogs. The results indicate that incorpo= 
ration of the trimethoxyphenyl group into the perphenazine molecule did not change 
4ts phenothiazine character. As opposed to reserpine, methophenazine is 4 potent 
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adrenolytic and serotoninolytic agent. Soveral years of clinical trials support 
the pharmacological findings that it is a more effective, less toxic neuroplegic 

The authors thank Doctor F. Karsag 


drug than chlorpromazine with less side effects. 
4nvestigations concerning chronic toxicity 


and Doctor Ae Szeky for cooperation in the 
and the oe atslogical studiese Furthor thanks aro given to Mrse Z8- Anheuer, Mrse Ke 
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inner 3 Toldy, Le,josi Spitz, Denes; Clauder, Otte. 

Inss : 

Title : TuberecuLcstaticclly ‘etive Compounds. presarotion of 


Thiosenicarbazone of pesectylanobonzalacnyie : 


Orig Pub: Magyar ker. folycirat, 1957, 63, Wo 1, 27-28. 


Nostract: For the industrial sy.iticsis of thicsentearbazone of 
p-acctyLainobenzaldehyde (T)5 ponitrotolucne is reduced 
with He-polysulfide, the alkeline solution is mixcd 
with the solutvicn of thiosericarbazide, acidified with 
Cuycool and the preduccd thLoseriicarbazone of p-aninober- 
zoldchyde (II) is nectylated. In this voy it is possible 
to avold pol merization from talcug place Li: the BEPara- 
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tion of p-oninobuisaldchyde (III) and to utilize oll the 


TIT cbtaiucd fcr tho syazthesis of I. 


Suspension of 306 


of § powder in 50 m1 of aleczol is added to 600 it of 


for abcut 30 min. wisll S$ dissolves, sulution 


of 62.5 € OF Hadx, 


thc iiicture is poiled 
of 50 G 


of nitrotolucic in 250 i cf aleohcl is added and all is 


poiled for 1.5 nous. 


Solution of 16.5 G 


of thiosciiicar- 


bazide in 160 mi of hot water is cocled to 20° ond added, 


the wixture is 


ecspositicn point 

tone is addud to tac 

ninutes, 
1 

ml of (cH CO) 20 
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; Pharmaceuticals. Viterins. antibiotics. 


Lbs Jow: Ref Zhur-Kiin., No 2, 1959, 5705. 


filtrate, the mixture is allowed to sta:.d for 16 hours, 
and 30 - 33 ¢ of I is filtered off, deccrposition point 
205 - 227° (after crystallization from 752 aleonol 25 - 
23 ¢ of purified I is obtained, dccorposivticn point 230 - 
233°). - V. Ufintsey. 
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4 Abs Jour: Ref Zhur-Khin., Ho 2, 1959, ¥T19- 


a previously described method ig c. P. Huttrer ani 
C. Djerassi, J Amer Chem Soc, 68, 1999 (1946))- 

A suspension of 102.5 gris 11h Nang in 150 ml pyri- 
dine is treated (45-50", 30 min) with o golution of 
188 gns eeominopyridine in 550 ml pyridine and 
heated to 1007 for 90 min. By dissolving 144 gas 

of the hydrochloride of -direthyloninoethyl 
chloride at 0° in a mixture of 250 ml 5N NaOH + 250 
ml toluene, the free base 16 obtained /sic/ which 
is added to a solution of Q-ominopyridine; after 
heating (2% hrs), 105? and removal of the solvent 
py distillation, the residue is treated with 300 mL 
ice water and extracted with toluene; distillation 
of the extract ct 130-141" gives 124 gas IT, yield 
75% o8 against 50% (sce reference cited). A solution 
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Abs Jour: Ref Zhur-Khin., No 2, 1959, 4719. 


of 89 gms II is 400 ml pyridine is treated with 94.42 gns 
p-chlorobenzoyl chloride (dropwise addition, cooling), 
the sdlittion is stirred for 1 hr, and the residue is 
trented with alkalig N-(p-chlorobenzoyl)-N-(2-pyridyl)- 
N',lN' -dimethylethylenedianine (III) is obtained, 

yield 60%, mp 106-107° (from alcohol). A solution 

of 98.18 gus III in 340 wl pyridine and 77 gs P28,- 

are refluxed (oil bath) Finet , made olknline with 

5N NaOH, and extracted with C,I,3 the N-~p-chloro- 


thiobenzoyl derivative (IV) is obtained, yield 60%, 
mp 85% (from alcohol). A solution of 10 gas IV in 
330 ml acetane is added dropwise to 120 gens of de- 
activated Raney Ni (V), the mixture is refluxed for 

5 hrs, and the filtrate is distilled, giving I, yield 
60%, bp 154-155", hydrochloride mp 172-1749. The 
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4 ‘bs Jour: Ref Zhur-Khin., No 2, 1959, 4719. 


action of active V on IV leads to the destructive 
hydrogenation of the molecule with the formation 
of II. The authors point to the possibility of uti- 
lizing the method described above in the synthesis 
of compounds of the type of the pyribenzamines. In 
addition to III end IV, other amides of the acid 
[sic] have also been prepared. A solution of 135 gms 
TI in 815 ml pyridine is treated at 0° with 155.4 gms 
of freshly distilled p-nitrobenzoylchloride; on alka- 
linization the hydrochloride (mp 199°) which is formed 
bee 48 hrs gives 190 gms N-(p-nitrobenzoyl)-N- 
Q-pyridyl)-N', N'-dimethylethylenedianine (VI), mp 
124° (from ale). 121 gma of VI in 500 ml alcohol are 
hydrogenated at 20° and at atmospheric pressure in 
the presence of V3 recrystallization of the oily 
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HUNGARY/Organic Chemistry. Synthetic Organic Chemistry. 
Abs Jour: Ref Zhur-Khin., No 2, 1959, 4719. 


product from 210 ml water gives 94.88 gus of the 
aminobenzoyl derivative (VII), mp 94-957, 25.2 
ems PtSsin 110 nl pyridine are refluxed for 

0.5 hr, after which a solution of 30.5 @18 VIT in 
100 ml pyridine is addea dropwise over 15 mins the 
nixture is refluxed for 45 min and allowed to stand 
for 12 hrs, at the end of which it is poured over 
ice, 700 nl of CHC13 + 260 ml 5N NaOH ig added, 

and the CHCL; layer is filtered; the filtrate fron 
the last operntion is washed three tines with 670 nl 
cold 5N NaOH and three tines with 670 ml portions 
of cold 5N HCl; the HCl extract ig alkalinized, 

the oil which separates is extractdéd with CyHL, and 
the solvent is distilled offs; recrystallization 

of the residue fron alcohol gives 7-44 gms N~ 
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(peamtnothicbenzoyl)-N-(2-pyridyl)=N',N' -dinethyl 
ethylenedionine (VIII), mp 170-172". VI-VITI were 
found to have very weak antihistanine action. For 
Communication I see RZhKhim, 1958, 60970. «= 

S. Rozenfeld. 


APPROVED FOR RELEASE: 07/16/2001 CIA-RDP86-00513R001756030003-6" 


"APPROVED FOR RELEASE: 07/16/2001 CIA-RDP86-00513R001756030003-6 


pees: PAZ RE SATE Riese et 


ay. Or 


HUNGARY / Organic Chemistry. Synthesis. 

Abs Jour: Ref Zhur-Khimiya, No 7, 1959; 23403 

Author : Horvath, T.; Toldy,—L. ; Vargha, L. 

Inst: Rea eny ot oe iyarazide of Igontootinsc Acid, 

Orig Pub: Acta chim. Acad. scient. hung., 1958, 14, No 1-2, 
197-201. 


Abstract: See RZhKhim., 1959, 1272. 
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Author : 


Inst : 
Title . 


I: Kraut, M.; Toldy, L.; Kasztreiner, E.; Fuchs, 0.3; 
Vargha, Li a 

Il. Toldy, L.; Kraut, M.; Vargha, L. 

Academy of Sciences, Hungary 

Investigations in the Field of Antihistamines. 

I. Preparation of Substituted Acid Amides and 

Their Reduction by Lithium Aluminium Hydride. 

IL. Simple New Synthesis of Ethylenediamine De- 
rivatives. 


Orig Pub: Acta chim. Acad. scient. hung., 1958, 15, No l,; 


19-25; No 3, 265-271. 


Abstract: See RZhKhim, 1958, 60970; 1959, 4719. 


Card 1/1 


APPROVED FOR RELEASE: 07/16/2001 CIA-RDP86-00513R001756030003-6" 


"APPROVED FOR RELEASE: 07/16/2001 CIA-RDP86-00513R001756030003-6 


Suu Sintra TERESI TEAST 


TOLDY, L. 
Synthesis of isonicotinic acid hydrazide. 


p. @84, (MAGYAR HEMIAI FOLYOIRAT) Vol. 63, no. 10, Oct. 1957 
Budapest, Hungary 


SO: Monthly Index of East European Accessions (EEAI) LC, Vol. 7, No. 3: 
March 1958 


APPROVED FOR RELEASE: 07/16/2001 CIA-RDP86-00513R001756030003-6" 


"APPROVED FOR RELEASE: 07/16/2001 CIASRDPSC- pote ROOT 7 e002 0802: 6 


HUNGARY / Organic Chemistpyi Synthetic Organic Chemistry. G 


Abs Jour: Ref Zhur-Khimiya, No 18, 1958, 60970. 


Author : Miklos Kraut, fajog Toray, “ndre Kasztreiner, 
. Oszhar Fuchs, Laszlo Vargha. 

Inst - 

Title Study in Region of Antihistamine Preparations. 


Ie Preparation of Substituted Amines and Their 
R“Auction with ie Te 


Orig Pub: Mag: ar kem.e folyoirat, 1957, 63, No 1, 1=5. 


Abstract: With a view to study the physiological activity, 
ae CON (CH, ) 5 -s, in which R! =c& -pyridyl, 


= C6HsCHo (t)5 R = n=CH30C6H),CHa(II), R = ne 
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Abstract: ClcgH, CH, (III), were prepared by the condensetion 
of corresponding RR'NH, in which R! =Q-=pyridyl, 
R = C6HeSH> (IV), R = n=CH,0CQH,CH (V), and R = 
= n-C1C¢H,CHy (VI), with Nedimethylamide of chlo- 
roacetic acid (VII). Dimethylamide of 2=phenyl- 
2~( A-pyridyl)-propionic acid (IX) was prepared 
by the condensation of 2=benzylpyridine (VIII) 
with VII in the presence of NaNH,. The preparation 
of lephenyl-1-(c& -pyridy1l) ~3=dimSthylami nopr opanone ~ 
2 (XI) by the condensation of 2~BrO cH, N with 
CEHeCHSCOCHDN(CH3)5 (X) did not succeed. I, II, 
III and IX were reduced with LiAlH, to 
R'RCHCHCHN(CH3)5, where R! = % =pyridyl, R 
= CGHyCHa (XII), R = n-CH30C¢H,CHy (XIII), R 
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Abstract: = n-C1C6H4CH2 (XIV), and R = C6H5 (XV). 0.4 mole 

of IV in 1080 mi of absolute toluene is added to 
0,85 mole of 77%-val NaNHo in 136 ml of absolute 
toluene in the duraticn of 2 hours, after that 

: 0,8 mole of VII is added and, after aging (4 hours, 
35°), the mixture is filtered and the residue is 
triturated with 60 ml of absolute alcohol, I is 
obtained, yield 22,2% melting point 99 to 101° 
(from absolute alcohol), II and III are prepared 
similarly of V and VI correspondingly (the amounts 
of NaNHo in moles, the amounts of toluene in ml, 
the amounts of V or VI in moles, the amounts of 
toluene in ml, the amounts of VII in moles, the 
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Abstract: aging duration in minutes at the temperature in 
°C, the yield in %% and the melting points in °c 
are enumerated in the following): 0.185, 30, 9.085, 
20, 0,17, 60, 35, 12,4, 119 to 120 (from acetone); 
0.093, 11, 0,034, 160, 0,68, 70, 35, 25,2, 158 
(from absolute alcohol), 0,206 mole of IV is ad- 
Ged to 0,27 mole of 77%-ual NaNHo in 65 ml of abso- 
lute toluene at 60°, the mixture is kept 2 hours 
at 100° until the separation of NH3 discontinues, 
then 0,288 mole of VII is added at-70°, and 5 hours 
later (at 100 to 150°) 60 ml of water is added for 
the elimination of Iv (1g), The mixture is washed 
with 5 n, HCl and acid extracts are extracted with 
ether for the separation of IV (20 g). The resi- 
due is alkalized, the resin is separated with 50 
ml of CHC13, and 15 g of NaOH is added too; 7&6 
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Abstract: of Na salt of N-benzy1-N-(2-pyridy1) -glycine pre- 
cipitates, melting point 296° (rrom alconol), 
0,242 mole of VIII is added to NaNHo in liquid NH, 
2 hours later 0,3 mole of VII in 206 ml of abso- 
lute ether is added, 1 hour after it 200 mi of 
water is added and IX is extracted with ether, 
ylela 43%, poate point 180 to 185°/0,.5 mm, melt- 
ing point 95 to 96° (ether + petroleum ether), 
XIT, XIII, XIV and XV were prepared reducing I, 
II, III and 1x correspondingly with LiAlHy (ting 
duration of boiling, the yield in %% and the boil- 
ing points in °C are enumerated in the following): 
24, 50, 185 to 195/1.7 mn, hydrochloride, melting; 
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Abstract: point 187 to 188°; 20, 50, 185 to 190/2 mm, picrate, 
melting point 165 to 167° (dissociates); 5, 70, 154 
to 155/0.2 mm, hydrochloride, melting point 172 to 
1740; 20, 63.5, 142 to 145/3 to 4 mm, oxalate, 
melting point 151 to 1529, 0,385 mole of benzyl- 
cyanide and 0,385 mole of ethyl ester of VII are 
added to sodium alcoholate (8.85 g¢ of Na and 110 
ml of absolute alcohol) and after 3 hours of boil- 
ing, 400 ml of water is added first, and after 
that, 40 ml of glacial CH3COOH is added; C6HECH( 
(CN)COCHgN(CH3)o (XVI) 1s obtained, yield 72%, 
melting point 237 to 238° (dissociates, from al- 
cohol), 33.15 g of X is obtained by the action of 
28 ml of concentrated HoSOy and 50 ml of water on 
30 g of XVI (2,5 hours at 120 to 127°) with a fol- 
lowing addition of 90 ml of 50%-ual KOH, yield 
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Author : Toldylajos, Fabricius Imre 


Inst : ese 
Title : New Syntheses of Chloropromazine 


Orig Pub: Magyar Kem. folyoirat 1957, 63, No 10, 286-289. 


Abstract: Three ways to derive chloropromazine [- the hydro- 

chloride of 3~chloro~10-(3-dimethylaminopropyl) -pheno 
thiazine / (I) have been described. 30 g- (3-chloro- 
penothiazinyl-10) -propione-3 acid are reduced with 
LiALHy in ether and 20 g- of (3-chlorophenothiaziny1-10) 
propanol (II), m-P- 124-125" , are separated out. From 
8 g. of (II) and CH.:S0,Cl in pyridine through 2 days are 
derived 9 g- of mesilo ether of (II) (IIa) m-p- 101-102” 
(in chloroform and benzol). From an acetone solution 
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of (IIa) to which dimethylbezylamine is added over 
several do:s, methansulfonate / 3-chloro~phenothia- 
zinyl-10)-propyl-3-/dimethylbenzylammonia (III), m.p. 
119-120° (in benzol) is derived. An acetic acid 
solution of (III) hydrolized with Pd/C at temp of v 
20° and alkalized produces, by ether extraction, 
the base of (I) (Ia). b.p. 210-215° /O.6 m m.p. 
57-58° (in gasoline); m.p. (I) 190-192° (from C, HCl). 
a If (IIa) is added to a solution of dimethylamine in 
absolute alcohol, (Ia) is also produced, after 15 days. 
An ether solution of n-C,HgLi (from 2.2 g. of Li and 
15.3 ml. n-CyHyBr), at temp. of \/ 5% and without 
access to air, to which is added 2 g. of 3-chloro- 
phenothiaze in 600 ml. of absolute ether, and after- 
wards at temp. of 0° 21.75 g. of (CH3)2N(CH) s080,CHy 
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in 100 ml of absolute ether, will also give (Ia). 
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Some new synthesis of chlorpromazine; a preliminary communication. 
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~. Wit N.C(NF,): nS 20° (fo co 
gure cocsline falietde Ba" (decane), es tn a 
ah if storie. C 


cla Se. 54K in Cernan)} 10000; H:N.NPRN:CCH, 223° Sonn) 

(ere eR has ~ Sever new ehicsemsica? arones and S2ROO; ELSON GH CH, — uejsccnn The Piuee, 

regs were prepd. and thei: antituberculous activities cf the following ack's (acid and minimum effective din 
Some OF ie cycloaliyi ethers of p-HOGHCH:- given}: isontentinic acid. M /4000000; f-MeOCH.COH, 
Stésnin wert pry ta but extremely toxic while the 4/5000; p-O,NC,H,CQqH, inactive at 4£/50000; p-Hr 
pica showed a weak activity compared to fsoaicntinic NC.H.COH, 1£/100000;  2,4-HOCNH CH COH. M/ 
oe hydrazide. The following ROCELCH: NNHCSNHy RwOn: nicotinic acid, :nactive at M8000; cipghoninic 
ere prend. and tested ed IR, m.p Mircea £ BtOH), and minimum acid, inactive at 1/5000; henytcinchoninic sid, inactive 
est on. siven}: H, —, af/13000; at 4/6000; f-Agdrecyern ontnic acid (I), inactive at 
'Ma,—, riecacao, —,- 8/320000; iso-Pr, — M? Af /800; B-Aydeoxy-7 -quiactinecarhorylic actd (TT) inactive 
g % + 4f/320000; Bu, —. W/areno; at 2E/80000;  a-aydroxy-S-nutro-7-quinclinecarborylu acid 
: McCH. CHCH;, ‘W300: CH: VOLS Oe? {W: Seuteoraltnecartoruec acd (TV), ‘8000; +hydrory 
S060; CA. CHC CHe's, 9-101 * M1000): Caffe, 107-88, 1 5-ac pathveidine~lcarboryec acid “Vo mactive at Mo 40000: 
Lf /50000; Cicfles, 105-15%, Hf. 25000: Caffe, GS-7’. in- S-nsira-2-furcncartoxyitc reid (VT). df 540000: thiarote4- 
active; HUCCH,, —, inactive in M/10000; PhCH: —, cerdotylic acid, inactlre at Uf 5000; f-amsne+thrar0is 
1.2£/40600; cyclchery!, 182-3°. Mf /G40000: Beyelokeset-J-4 cartexsltc acrd (VIT}, W/40000: &-phenyl-1,2 $iriczclet- 
162-4", A /320000; 24 Leeds penten-l-sletevl. 143-42 carberyitc seu ‘VIIN*, Inactive ac Af 50006 The fudowing 
M6000, Mi cydoheren-J-yliethyi, 171-29) Uf Ore, nydrazones were prepd imia effective diln mven.: oe 
24 Ecyctokeren-I-yl ethyi. 186-473° Uf :co0mn PLOW . ZNIEN CHC.H.OH 'Z © \soniectinsyl’. HRN, p- 

CHCH,, 191-2°. inactive; Pit CH, 138-8". Mo 3uneco. ZNHWN CHG HOH. M 1287000, 2. MeO HO CHCH 
AcNHO EACH: NNHCSNH,. —-. 261m OThe foi- NMHZ HM L280009, p-ZNHN: CHGHUNH Ac. $f, 2560006 
owing R: NNHCSNH;, {R, m.p. (from EtOH), minunum P-HOGH.CHO(IK (122.4 ¢.}, 400 mi. MeOH, 91.8 ¢.CHe:- 
effective din. given]: p-+0:NC.H.CH: CHCH, —, H/-0000; CHCH,CI, and e ¢. powd. KOH warmed 13 hrs. at 60°, 
eae CRCE, —, TS, t-MeOGH. CH-- the mixt di:d. with H,O, the sepd oil extd. with Cy, the 
{ete _ / i: CHCHOGH, CH .- ext dried, evepd , and the residue distd gave 132.8 x. 
; Hf 7320000 cpa ae agri fe ale rine (Xi, Be 142%. Similarty, 12.2 
3/0000; HAN CHLIO)GHCH, 205-7°, p aes 23 g. GHiuBr, 50 mi. EtOH, and 16.5 g. K:CO, 
ied 12 brs. afforded 18 g. 9-C.HnOGA.CHO, colorless 
+ CH.CH:N.CH: CCH, —, 4£/40000; cH:- ofl, by 165-70°. Na (3.15 g.) ix 150 mi. EtOH treated with 
25.81 g. IX foltowed by 20.62 g. PhCH: CHCH:CI, after 3 

days at room temp. the sepd. cryxt. product filtered, 


(overes) ue 
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* {baMeCH: CHCHOGH,CHO, by 140-4°; -CHs.Cils.CHi-, 


 CHaCH: CCICHOCHT:CHD, b, 160-5; p-CH. Ch 


CH: CCH CHOQH CHO, be 150-8. A nist. of 
Ce eT ANC, 880 wal 160, 390 ml BLE, and 
20 mi. 19% aq. NaOH shaben frequently over 3 days at 
room temp., dtd. with H,O the product filtered and rr- 
erystd. give 3.24 CH, CHCHOGH CH CHAci XVM), 
mt. 57-9 Treating 7g. XVOanddg X with Mm! 19% 
aq. NaOH. filtering after 24 hre., ead reerystg. gave 65 
g. > CH, CHCHOGH CH: CHCOCH:CHOAO CCH - 
CHep', m. 122-4" (from EtOH), wich did not rsect with 
HiNGHCSNH, pPOWNCHSOCHCH(OAch (74 ¢.) tn 
100 ml. EtOAc Rydregenatect 50 min over Pd-C. the mixt. 
filtered, the Gltrete evard. fe cacuo, and the residue re- 
crystd. from EtOH gave 3.38 g. p-AyN analog, in. 172-4". 
The thiosemicarbazones ~cre prepd. from the oxo comnds. in 
the usual manner. Et 2-hvdrorycinchoninate (. g-) and 
2 ml. Nik,-H:O boiled 2 hre. and recrystd. gave [. in. 287-8 
(decompn.). 2-Quinoxnilaerarborylic acid [m. 202" (de- 
company} 2 g.) in 30 mi. tbs. B2OH with 3 g. HxSO, re- 
fuxed 3.6 brs., the soln. dild. with 100 mi. HyO, neutralized 
with Na,CQ), and tke ppt. recrystd. gave 2.45 g. (86%) 
Et ester (KVIMM), coloriess nuedles, m:. 82-3° (from aq. Et- 
OH). XVUHE (16 g.) heated 1 hr. on the steam bath with 
2.5 mi. NsH,.H,0, the mixt. dild. with H.O, filtered, and 
tecrystd. gave 1.45 g. IV, m. 209° (from HiC}. 6-Hy- 
drogy-7-quinolinecarboxylic acid (XIX) (40.6 g.) 1 600 mi. 
EtOH treated dropwise with 80 mil. coned. H:SQ,, refluxed 
18 brs. on the water bath, the dark yellow soln. poured tato 
11. HO, the mizt. adjusted! to pH 7-8, exhaustively extd. 
with CHCl, the ext. washed with aq. MereCO,, concd. (x 
eacua, and the residue distd. gave 15.5 g. KIK Bt ester (XX), 
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. CHCHOGH CHO (XI), m. 60- 


‘and tearystd. from 100 mi. BtOH gave 10 g. p- PEC 
1°. XZ (6 ¢.) 'a 60 
imi. EtOAe bh enated over Pd-C xt atm. pressive at 
room ews 2 product distd. gave 2 quant. yield of: 
6-Pi CH OGLE CHO, & 100-5". A sata. cf ‘ae. KOH, 
10 ¢. IK, aad 18 x. Zcycloheren-I-yf chlari"+ (RCN) (R « 
2cycloheren-! $f} in 50 mi RtOH let stand overnight. did. 
with HO, extd. @ith Cy, and the ext. distd. yleleted 8 ¢. 
&- POCH, CHO, by 155-8" RCH CO Re (XH) (67 ¢.), OL 
mj abs EtQH. and 5ml coned Hy", boiled J brs. enaed. 
to', the onl tx racuo, diid with 20 mi 1,9, the off extd. q 
with Ci. and the ext. distd. yielded 63 g¢ XI! Ez ester 
AME: XYT69 ¢ ) in 400 mt. abs ReOH wormed to 50°. 
the rource of heat removed, the soin. treated over 19 min. 
with 30.75 g. Na, the latter consumed after stirring t hr., 
the warm eoln poured into]! H,O.extd with five 20-m!. 
tons of EtrO, the exts. washed with H,.O, dried, the 
BtsO evapd., and the residue distd. gave 24 ¢ RCH \CHOH 


——_——_ 
(RIV), by 85-7.8°. Similarly pripd., 50% CHy. CHe. CHy.- 


— : 
CH: CCA: CHOH (KV), by 80-5°. XIV (22 ¢.) in 50 mi. 
abs. Et:O treated dropwise with 15.7 g. PBr, in 20 cc. abs. 
Et,O over 15 min. (Ice-cooling), the coln. let stand 1 hr. in 
fce-water, then washed with 3 50 mi. HyO and 2% Na- 
HCO,, dried, evapd., and distd. gave the corresponding 
Br compd. (EVI), by 85-00°; the Br compd. from XV simi- 
lariy, by 85-70°. Both bromides were unstable and were 
treated immediately after prepu. KOH (3.66 g.), 7.68 
IX, and 12 g. XV¥ in 50 ml BtOH boiled 8 hes., the mixt. 
dild. with HsO, tke off extd. with CcH,, the ext. washed! 
with N NaOH end H,O, dried, evapd. and distd. gave 8.2 
&. ~-RCH:CHOGH.CHO. ty 160-57. The following 
compds. were enelogesly. prepd. from IX and the appro- 
priate bromide: p-CHy- CH( CH yOGA.CHO, by 187-04"; 


CIA-RDP86-00513R001756030003-6" 


4, / fore fet 

beg 160-3%, m. 87-8° (from CyHeligroine). XX (1 £.) in 
10 ml. EtOH added dropwise to 3 ml. NyHyH,O Cate 
and the product recrystd. yielded IZ, m. 140-5° (decompn.) 
(from EtOH). Et 6-nitro-8-hydrony-7 qquinolincearboxylic 
acid (m. 149-50°) with NiHy Hit gave TM, m 220-5° 
(aecompn.) (from EtOH). Similar'y were prepd V, colar- 
fess needles, m. above 350° (from HO}; VITI, m 177 -2° 
(from MeOH); VII, colorless necdies. m. 1960-7 Et 3 
nitro-2-furancartotylate (XXI) (2.5 g.) in 200 ml ahs. 
EtOH treated at 0° with 680 mg. MzH,.H,O, left 2 days at 
6°, the soln. treated with C, the EtOH distd. in varno. and 
the fesidue recrystd. from EtOH gave impure VI which was 
purified by subliming out unchanged XXf and recrystg. tue 


residuc twice from PtOl, yielding 0.8 g. VI, m. 162-4°. 
I. Derivatives and anulogs of p-uminosalicytic acid. L. 
Vargha, L. Totdy, S. Lendvay, I. Koezka, and C. Ivano 
vies. /bid. 345-54.—Several desivs. and analogs of 2.4- 
HO(HiN)CsHiCO)H (1) were prepd. and tested for anti- 
tuberculous activity. All the compds. had weaker activi- 
ties than I. The following compds. were prepd. (formula 
and min. effective diln. given): 2. -HOAWNIGILCIICH 
(Hl), inactive at 3f/10000; 2,4-HOCTHC HCO (tla), 
A£/20000; 3,¢-HO 1, AHaCHWOH (TH). inactive at Af/ 
10000; 2,4-HO[2,4-HO( HN CH CONHIC,H;CO:H (IV), 
Af/10000;  2,4-HO(2-HO.CC,H.CO NH )C.HLCO.Et dv, 
4f/160000; 2,4-HO1,2-CHACO NIC H,CO:Et (V), in- 
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active at 3f/10000; cbt rattan Hey (WD, 
AS/10000;  4,2,5-OsNCHO)CHCOWH, inective at Hf/ 
16000, 4,2,6-1,N(HO {,COLH, 1£/20000; 4-HaNCGH.- 
CH:CHCO,H, inactive at f/10000% 2AANCH.CH:- 2 
CHCO;Pr (VIl), inactive at ££/10000; "Lf feantrol), 4f/ + 
640000, 2,4-ACOLO:NJCHrCH2Br (4 zg.) and 2 g. fused af 
KOAc in W ml. AcOH refluxed 2.5 brs., the mize. dild. with 
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Several dermatoses were treated with ointments containing 2.5-20% of an aqueous 

or alcoholic extract of Schizandra chinensis (Chinese lemon). These substances not 

only combated itching and inflammation, but they also proved to have a pronounced 
antibiotic effect against M. pyogenes aureus, B. pyocyaneus and Str, haemolyticus. 
Tijdens - Maastricht 
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